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AMENDMENTS TO THE CLAIMS :

This listing of claims will replace all prior versions and listings of claims in the

application.

1-7. (Cancelled).

8. (Previously presented) A compound, chosen from

6-(2-butylamino-pyrimidin-4-yl)-3-oxo-2,3-dihydro-pyridazine-4-carboxylic acid (3-

pyridin-3-yl-propyl)-amide,

6-(4-hydroxy-3-methoxy-phenyl)-3-oxo-2,3-dihydro-pyridazine-4-carboxy|jc acid

(3-pyridin-3-yl-propyl)-amide,

6-(4-hydroxy-3,5-dimethyl-phenyl)-3-oxo-2,3-dihydro-pyridazine-4-carboxylic acid

(3-pyridin-3-yl-propyl)-amide,

6-(4-hydroxy-phenyl)-3-oxo-2,3-dihydro-pyrldazine-4-carboxylicacid (3-pyridin-3-

yl-propyl)-amide,

6-(2-ethylamino-pyrimidin-4-yl)-3-oxo-2,3-dihydro-pyridazine-4-carboxylicacid 4-

chloro-benzylamide,

6-(3-chloro-4-hydroxy-phenyl)-3-oxo-2,3-dihydro-pyridazine-4-carboxylicacid 4-

chloro-benzylamide,

6-(4-hydroxy-3,5-dimethyl-phenyl)-3-oxo-2,3-dihydro-pyridazine-4-carboxylicacid

4-chloro-benzylamide,

4-({[6-(4-hydroxy-3,5-dimethyl-phenyl)-3-oxo-2,3-dihydro-pyridazine-4-carbonyl]-

amino}-methyl)-benzoic acid,

4-({[6-(4-hydroxy-3-methoxy-phenyl)-3-oxo-2,3-dihydro-pyridazine-4-carbonyl]-

amino}-methyl)-benzoic acid,
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6-(2-butylamino-pyrimiclin-4-yl)-3-oxo-2,3-dihydro-pyriclazine-4-carboxylicacid

(pyrldin-3-yl-metliyl)-amide,

6-(3-fluoro-4-hydroxy.phenyl)-3-oxo-2,3-dihydro-pyridazine-4-carboxylicacid
4-

chloro-benzylamide,

6-(4-hydroxy-3-methyl-phenyl)-3-oxo-2,3-dihydro-pyridazine-4-carboxylicacid
4-

chloro-benzylamide,

6-[2-(2-morpholin-4-yl-ethylamino)-pyrimidin-4-yl]-3-oxo-2,3-dihydro-pyridazine-4-

carboxylic acid 4-chloro-benzylamide,

6-(4-hydroxy-3-methoxy-phenyl)-3-oxo-2.3-dihydro-pyridazine-4-carboxylicacid

4-chloro-benzylamide,

6-(2-methylamino-pyrimidin-4-yl)-3-oxo-2,3-diliydro-pyridazine-4-carboxylicacid

4-chloro-benzylamide,

R-3-oxo-6-[2-(1-phenyl-ethylamino)-pyrimidin-4-yl]-2,3-dihydro-pyridazine-4-

carboxylic acid (3-phenyl-propyl)-amide,

6-(4-hydroxy-phenyl)-3-oxo-2,3-dihydro-pyridazine-4-carboxylicacid 4-chloro-

benzylamide,

3-oxo-6-pyridln-4-yl-N-[4-(trifluoromethyl)benzyl]-2,3-dihydropyridazine-4-

carboxamide,

3-oxo-6-pyridin-4-yl-2,3-dihydro-pyridazine-4-carboxylicacid 4-bromo-

benzylamide,

3-oxo-6-pyridin-4-yl-N-(pyridin-3-ylmethyl)-2,3-dihydropyridazine-4-carboxamide,

N-(2,4-dichlorobenzyl)-3-oxo-6-pyridin-4-yl-2,3-dihydropyridazine-4-carboxamide,
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3-oxo-6-pyriclin-4-yl-2,3-dihydro-pyridazine-4-carboxylicacicl 4-chloro-2-fluoro-

benzylamide, and

N-(4-chlorobenzyl)-3-oxo-6-pyridin-4-yl-2,3-dihydropyridazine-4-carboxamide;

the racemates, enantiomers, diastereoisomers and mixtures thereof, and the

tautomers or the physiologically acceptable salts thereof.

9. (Currently amended) A method for inhibiting GSK-3p or the phosporylation

of the Tau protein in vivo comprising administering a physiologically active amount of a

compound of formula (I)

R is unsubstituted or at least monosubstituted Ci-Cio-alkyl, aryl,

aryl-(CrCio-alkyl)-, heteroaryl, heteroaryl-(Ci-Cio-alkyl)-, heterocyclyl,

heterocyclyl-(Ci-Cio-alkyl)-, Ca-Cio-cycloalkyI, polycycloalkyi,

C2-Cio-alkenyl or Ca-Cio-alkinyl,

where the substituents are chosen from halogen, -CN, Ci-Cio-alkyl,

-NO2, -0R1 ,
-C(0)0R1

,
-0-C(0)R1 , -NR1 R2, -NHC(0)R1

,

-C(0)NR1 R2, -SRI
,
-S(0)R1 , -SO2RI . -NHSO2RI , -SO2NRI R2,

Ar

wherein A represents A1 orA2

O
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-C(S)NR1R2, -NHC(S)R1, -O-SO2RI, -SO2-O-RI, 0x0, -C(0)R1.

-C(NH)NH2, heterocyclyl, C3-Cio-cycloall<yl, aryl-(Ci-C6-alkyl)-, aryl,

lieteroaryl, trifluoromethyl, trifluoromethylsulfanyl and trifluoromethoxy,

and the substituents aryl, heterocyclyl and heteroaryl may further be at

least monosubstituted with Ci-Ce-alkyI, Ci-Ce-alkoxy, halogen,

trifluoromethyl, trifluoromethoxy or OH;

Ar is unsubstituted or at least monosubstituted aryl or heteroaryl;

where the substituents are chosen from halogen, [[-GNr]] NO2,

Ci-Cio-alkyl, W-Om] -OH. -C(0)0R1, -0-C(0)R1, -NR1R2, -NHC(0)R1,

-C(0)NR1R2, -NHC(S)R1, -C(S)NR1R2, -SRI, -S(0)R1, -SO2RI,

-NHSO2RI
,
-SO2NRI R2, -O-SO2RI

,
-SO2-O-RI

,
aryl, heteroaryl.

aryl-(Ci-C6-alkyl)-, formyl, trifluoromethyl and trifluoromethoxy,

and the substituents aryl and heteroaryl may further be at least

monosubstituted with Ci-Ce-alkyI, Ci-Ce-alkoxy, halogen, trifluoromethyl,

trifluoromethoxy or OH;

R1 and R2, independently from each other, are

hydrogen;

unsubstituted or at least monosubstituted Ci-Cio-alkyl,

Ca-Cio-cycloalkyI, aryl, aryl-(Ci-Cio-alkyl)-, C2-Cio-alkenyl,

C2-Cio-alkinyl, heterocyclyl, heterocyclyl-(Ci-Cio-alkyl)- or heteroaryl,

where the substituents are chosen from halogen, Ci-Ce-alkyI,

Ci-Ce-alkoxy, CM, NO2
,
NH2, (CrCe-alkyOamino-,

di(Ci-C6-alkyl)amino-, OH, COOH, -C00-(Ci-C6-alkyl), -CONH2. formyl,

trifluoromethyl and trifluoromethoxy;

heteroaryl is a 5 to 10-membered, aromatic, mono- or bicyclic heterocycle

containing one or more heteroatoms chosen from N, O and S;
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aryl is phenyl, indanyl, indenyl or naphthyl;

heterocyclyl is a 5 to 10-membered, alipliatic, mono- or bicyclic lieterocycle

containing one or more fieteroatoms cliosen from N, O and S;

or tlie racemates, enantiomers, diastereoisomers and mixtures tliereof, tlie

tautomers or the physiologically acceptable salts thereof;

with the proviso that

{+)-A is not -C(0)NH(Ci-C6-alkyl), when Ar is phenyl which is at least

monosubstituted with heterocyclyl or heteroaryl containing nitrogen,

(2) the compound is not 3 -
{^

-(3,^,5 -trimethoxyani linooarbony l)
-3 -oxo-2,3 -

d ihydropyridazino -6 -

y l) 2 phenyl pyrazolo[1 ,5-a]pyrid ino; 3- {^ -(N -

othoxycarbony lmothyl
)
-carbamoyl-3 -oxo -2,3 -dihydro-pyr idazino -6 -y l

)
-2 -phonyl-

pyrazolo[1 ,5 -a]pyrid ino; 3-
(^

-(N -carboxymothyl)
-carbamoyl-3 -oxo-2,3 -d ihydro-

pyridaz ino 6 yl
)
-2-phonyl -pyrazo lo[1 ,5 -a]pyr id ino; 6 -

(
'1 -cyanophony l)

- ^[(^ -

oarboxybutyl) -am inooarbony l] 2H pyridazin-3 -ono; or 6-
('1

-mothoxyphony l)
-^ -

mothy lcarbamoy l 2H pyr idazin -3 -ono, and

(3) whon A ic NHCOCH(CH3)a7-Ar is not unsubst itutod or at least monosubstitutod

bicyc lic hotoroaryl

wherein, when Ar is a 9-membered bicvclic heterocvcle containing one or more
heteroatoms selected from N. O and S. Ar is unsubstitutod .

10. (Previously presented) The method according to claim 9, wherein in the

formula (I)

A is A1;

R is unsubstitutod or at least monosubstituted CrCio-aikyi, aryl,

aryl-(Ci-Cio-alkyl)-, heteroaryl, heteroaryl-(Ci-Cio-alkyl)-, heterocyclyl,
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heterocyclyl-(Ci-Cio-alkyl)-, Ca-Cio-cycloalkyI, polycycloalkyi,

Ca-Cio-alkenyl or C2-Cio-alkinyl,

where the substituents are chosen from halogen, -CN, Ci-Cio-alkyl,

-NO2, -0R1, -C(0)0R1, -0-C(0)R1. -NR1R2, -NHC(0)R1,

-C(0)NR1 R2, -SRI
, -S(0)R1 , -SO2RI , -NHSO2RI , -SO2NRI R2,

-C{S)NR1 R2, -NHC(S)R1
,
-O-SO2RI

,
-SO2-O-RI

.
0x0, -C(0)R1

,

-C(NH)NH2, heterooyclyl, Ca-Cio-cycloalkyI, aryl-(CrC6-alkyl)-, aryl,

heteroaryl, trifluoromethyl, trifluoromethylsulfanyl and trifluoronfiethoxy,

and the substituents aryl, heterooyclyl and heteroaryl may further be at

least monosubstltuted with Ci-Ce-alkyI, Ci-Ce-alkoxy, halogen,

trifluoromethyl, trifluoromethoxy or OH;

R1 and R2, independently from each other, are

hydrogen;

unsubstituted or at least monosubstltuted CrCio-alkyl,

Ca-Cio-cycloalkyI, aryl, aryl-(Ci-Cio-alkyl)-, C2-Cio-alkenyl,

C2-Cio-alkinyl, heterocyclyl, heterocyclyl-(Ci-Cio-alkyl)- or heteroaryl,

where the substituents are chosen from halogen, d-Ce-alkyl,

Ci-Ce-alkoxy, CN, NO2 , NH2, (Ci-C6-alkyl)amino-,

di(Ci-C6-alkyl)amino-, OH, COOH, -C00-(Ci-C6-alkyl), -CONH2, formyl,

trifluoromethyl and trifluoromethoxy;

heteroaryl is a 5 to 10-membered, aromatic, mono- or bicyclic heterocycle

containing one or more heteroatoms chosen from N, O and S;

aryl is phenyl, indanyl, indenyl or naphthyl;

heterocyclyl is a 5 to 10-membered, aliphatic, mono- or bicyclic heterocycle

containing one or more heteroatoms chosen from N, O and S;
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or the racemates, enantiomers, diastereoisomers and mixtures tliereof, the

tautomers or the physiologically acceptable salts thereof.

1 1 . (Previously presented) The method according to claim 9, wherein in the

formula (I)

R is unsubstituted or at least monosubstituted Ci-Cio-alkyl, aryl,

aryl-(Ci-Cio-alkyl)-, heterocyclyl, heterocyclyl-(Ci-Cio-alkyl)-,

C3-Cio-cycloalkyl, heteroaryl or heteroaryl-(CrCio-alkyl)-,

where the substituents are chosen from halogen, -CN, Ci-Cio-alkyI,

-NO2, -0R1 ,
-C(0)0R1

,
-0-C(0)R1 , -NR1 R2, -NHC(0)R1

,

-C(0)NR1 R2, -SR1
,
-S(0)R1 ,

-SO2RI , -NHSO2RI ,
-SO2NRI R2,

-C(S)NR1R2, -NHC(S)R1, -O-SO2RI ,
-SO2-O-RI ,

0x0, -C(0)R1,

-C(NH)NH2, heterocyclyl, Ca-Cio-cycloalkyI, aryl-(Ci-C6-alkyl)-, aryl,

heteroaryl, trifluoromethyl, trifluoromethylsulfanyl and trifluoromethoxy,

and the substituents aryl, heterocyclyl and heteroaryl may further be at

least monosubstituted with d-Ce-alkyl, Ci-Ce-alkoxy, halogen,

trifluoromethyl, trifluoroethoxy or OH;

R1 and R2, independently from each other, are

hydrogen;

unsubstituted or at least monosubstituted Ci-Cio-alkyl,

C3-Cio-cycloalkyl, aryl, aryl-(Ci-Cio-alkyl)-, C2-Cio-alkenyl,

C2-Cio-alkinyl, heterocyclyl, heterocyclyl-(Ci-Cio-alkyl)- or heteroaryl,

where the substituents are chosen from halogen, Ci-Ce-alkyI,

Ci-Cs-alkoxy, CN, NO2 ,
NH2, (CrCe-alkyOamino-,

di(CrC6-alkyl)amino-, OH, COOH, -C00-(Ci-C6-alkyl), -CONH2, formyl,

trifluoromethyl and trifluoromethoxy;
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heteroaryl is a 5 to 10-membered, aromatic, rriono- or bicyclic heterocycle

containing one or more heteroatoms chosen from N, O and S.

aryl is phenyl, indanyl. indenyl or naphthyi;

heterocyclyl is a 5 to 10-membered. aliphatic, mono- or bicyclic heterocycle.

containing one or more heteroatoms chosen from N. O and S;

or the racemates. enantiomers. diastereoisomers and mixtures thereof, the

tautomers or the physiologically acceptable salts thereof.

12. (Currently amended) The method according to claim 9. wherein in the

formula (I)

Ar is unsubstituted or at least moriosubstituted phenyl, pyridinyl, pynmidinyl,

pyrazolyl, thiophenyl. isoxazolyl, benzoMthlophenyi, benzod«.xolyl or

thiazolo[3,2-bll1,2,4l-thiazolyl,

where the substituents are chosen from halogen, H-eWrll NO^^

C,-C,o-alkyl, tt-OR^Um -C(0)0R1, -0-C(0)R1, -NR1R2, -NHC(0)R1,

-C(0)NR1R2, -NHC(S)R1, -C(S)NR1R2, -SRI ,
-S(0)R1

,
-SO^R ,

-NHSO2RI ,
-S0.NR1 R2, -0-S0.R1 , -SOrO-R1 .

aryl, heteroaryl,

aryl-(C,-Cs-alkyl)-, formyl, trifluoromethyl and trifluoromethoxy,

and the substituents aiyl and heteroaryl may further be at least

monosubstituted with C-C^alkyl, C,-<Valkoxy, halogen, trifluoromethyl,

trifluoromethoxy or OH;

R1 and R2. independently from each other, are

hydrogen;

unsubstituted or at least monosubstituted Ci-Cio-alkyl,

C3-Cio-cycloalkyl, aryl. aryl-(Ci-Cio-alkyl)-, CrCio-alkenyl,
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CrCio-alkinyl, heterocyclyl, heterocyclyl-(Ci-Cio-alkyl)- or heteroaryl,

where the substituents are chosen from halogen, Ci-Ce-alkyI,

Ci-Ce-alkoxy, CN, NO2 ,
NH2. (Ci-C6-alkyl)amino-,

di(Ci-C6-alkyl)amino-, OH. COOH, -C00-(Ci-C6-alkyl). -CONH2, formyl,

trifluoromethyl and trifluoromethoxy;

heteroaryl is a 5 to 10-membered aromatic, mono- or bicyclic heterocycle,

containing one or more heteroatoms chosen from N, O and S;

aryl is phenyl, indanyl, indenyl or naphthyl;

heterocyclyl is a 5 to 10-membered aliphatic, mono- or bicyclic heterocycle.

containing one or more heteroatoms chosen from N. O and S;

or the racemates. enantiomers, diastereoisomers and mixtures thereof, the

tautomers or the physiologically acceptable salts thereof.

1 3. (Previously presented) The method according to claim 9, wherein in the

formula (I)

A is A1;

R is unsubstituted or at least monosubstituted aryl-(Ci-C6-alkyl)- heteroaryl-

(Ci-Ce-alkyl)- or heterocyclyl-(Ci-C6-alkyl)-.

where the substituents are chosen from halogen, Ci-Ce-alkyI, -OH, -0-aryl,

Ci-Ce-alkoxy. -0-(Ci-C6-alkylen)-N(CrC6-alkyl)2, -C(0)0H,

-C(0)0-(Ci-C6-alkyl), -NH2, -N(Ci-C6-alkyl)2, -NH(CrC6-alkyl),

-NH(Ci-Cio-cycloalkyl), -C(0)NH2, -C(0)NH-heteroaryl,

-C(0)NH-(Ci-C6-alkyl), -S02(Ci-C6-alkyl), -SO2NH2, -C(0)-heterocyclyl,

-C(NH)NH2, heterocyclyl, aryl-(Ci-C6-alkyl)-, aryl, trifluoromethyl, and

trifluoromethoxy.

-10-
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and the substituents aryl, heterocyclyl and heteroaryl may furtlier be at

least monosubstituted with Ci-Ca-alkyI, Ci-Ca-alkoxy, fluorine, chlorine,

bromine, trifluoromethyl, trifluoromethoxy or OH;

heteroaryl is imidazolyl, thiophenyl, furanyl, isoxazolyl, pyridinyl, pyrimidinyl,

benzoimidazolyl, indolyl or benzodioxolyl;

aryl is phenyl or naphthyl;

heterocyclyl is morpholinyl, piperazinyl or piperidinyl;

or the racemates, enantiomers, diastereoisomers and mixtures thereof, the

tautomers or the physiologically acceptable salts thereof.

14. (Currently amended) The method according to claim 9, wherein in the

formula (I)

A is A1;

Ar is unsubstituted or at least monosubstituted phenyl, pyridin-4-yl or

pyrimidin-4-yl,

where the substituents are chosen from halogen, Ci-Ce-alkyI, -OH,

G^-Gg-aikGxyy -C(0)OH, -C(0)0-(Ci-C6-alkyl), -NHa, -N(Ci-C6-alkyl)2,

-NH(Ci-C6-alkyl), -NH(Ci-Cio-cycloalkyl), -NH(heterocyclyl-(Ci-C6-alkyl-)),

-NH(aryl-(Ci-C6-alkyl-)). -C(0)NH2. -C(0)NH-(Ci-C6-alkyl), aryl, and

heteroaryl,

and the substituents aryl, heterocyclyl and heteroaryl may further be at

least monosubstituted with Ci-Ca-alkyI, Ci-Ca-alkoxy, fluorine, chlorine,

bromine, trifluoromethyl, trifluoromethoxy or OH;

heteroaryl is pyridinyl or pyrimidinyl;

-11-



Application No. 10/715,358

Attorney Docket No.: 02481.1834-00

aryl is phenyl or naphthyl;

heterocyclyl is morpholinyl, piperazinyl or piperidinyl;

or the racemates, enantiomers, diastereoisomers and mixtures thereof, the

tautomers or the physiologically acceptable salts thereof.

15. (Currently amended) The method according to claim 9, wherein in the

formula (I)

A is A1

;

R is unsubstituted or at least monosubstituted benzyl, phenylethyl-,

phenylpropyl-, pyridinyimethyl-, pyridinylethyl- or pyridinylpropyl-,

where the substituents are chosen from chlorine, bromine, fluorine,

trifluoromethyl, and carboxy;

Ar is unsubstituted or at least monosubstituted pyridin-4-yl, pyrimidin-4-yl or

phenyl,

where the substituents are chosen from methylamino-, ethylamino-,

propylamine-, butylamino-, hydroxy, mothoxy, othoxy, methyl, ethyl,

propyl, (phenylethyl)amino-, benzylamino-, and (morpholinylethyl)amino-;

or the racemates, enantiomers, diastereoisomers and mixtures thereof, the

tautomers or the physiologically acceptable salts thereof.

16. (Previously presented) A method for inhibiting GSK-sp or the

phosporylation of the Tau protein in vivo comprising administering a physiologically

active amount of a compound according to claim 8.
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1 7. (Currently amended) A method for treating a patient suffering from a

disease cfiosen from cranial and spinal traumas and peripheral neuropathies, obesity,

type II diabetes, essential hypertension, atherosclerotic cardiovascular diseases, and

polycystic ovary syndrome, which method comprises administering a physiologically

active amount of a compound of formula (I)

O

wherein A represents A1 orA2

O

R is unsubstituted or at least monosubstituted Ci-Cio-alkyl, aryl,

aryl-(Ci-Cio-alkyl)-, heteroaryl, heteroaryl-(CrCio-alkyl)-, heterocyclyl,

heterocyclyl-(Ci-Cio-alkyl)-, Cs-Cio-cycloalkyI, polycycloalkyi,

C2-Cio-alkenyl or Ca-Cio-alkinyl,

where the substituents are chosen from halogen, -CN, d-Cio-alkyl,

-NO2, -0R1
,
-C(0)0R1

,
-0-C(0)R1 , -NR1 R2, -NHC(0)R1

,

-C(0)NR1R2, -SRI, -S(0)R1, -SO2RI, -NHSO2RI, -SO2NRIR2,

-C(S)NR1R2, -NHC(S)R1, -O-SO2RI, -SO2-O-RI, 0x0, -C(0)R1,

-C(NH)NH2, heterocyclyl, Ca-Cio-cycloalkyI, aryl-(Ci-C6-alkyl)-, aryl,

heteroaryl, trifluoromethyl, trifluoromethylsulfanyl and trifluoromethoxy,
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and the substituents aryl, heterocyclyl and heteroaryl may further be at

least monosubstituted with Ci-C6-all<yl. Ci-Ce-alkoxy, halogen,

trifluoromethyl, trifluoromethoxy or OH;

is unsubstituted or at least monosubstituted aryl or heteroaryl;

where the substituents are chosen from halogen, [[-GNr]] NO2,

CrCio-alkyl. [[-Om]] :0H. -C(0)0R1 .
-0-C(0)R1 ,

-NR1 R2. -NHC(0)R1

,

-C(0)NR1R2, -NHC(S)R1, -C(S)NR1R2. -SR1. -S(0)R1
.
-SO2RI

,

.NHSO2RI. -SO2NRIR2. -O-SO2RI. -SO2-O-RI. aryl, heteroaryl.

aryl-(Ci-C6-alkyl)-, formyl. trifluoromethyl and trifluoromethoxy.

and the substituents aryl and heteroaryl may further be at least

monosubstituted with Ci-Ce-alkyI, d-Ce-aikoxy, halogen, trifluoromethyl,

trifluoromethoxy or OH;

R1 and R2, independently from each other, are

hydrogen;

unsubstituted or at least monosubstituted Ci-Cio-alkyl,

C3-Cio-cycloalkyl, aryl. aryl-(Ci-Cio-alkyl)-. Cz-Cio-alkenyl.

C2-Cio-alkinyl. heterocyclyl. heterocyclyl-(CrCio-alkyl)- or heteroaryl.

where the substituents are chosen from halogen. Ci-Ce-alkyI,

Ci-Ce-alkoxy. ON. NO2 , NH2. (Ci-C6-alkyl)amino-,

di(CrC6-alkyl)amino-. OH, COOH. .C00-(CrC6-alkyl). -CONH2. formyl.

trifluoromethyl and trifluoromethoxy;

heteroaryl is a 5 to 10-membered. aromatic, mono- or bicyclic heterocycle

containing one or more heteroatoms chosen from N, O and S;

aryl is phenyl, indanyl, indenyl or naphthyl;
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heterocyclyl is a 5 to 10-membered, aliphatic, mono- or bicyclic heterocycle

containing one or more heteroatoms chosen from N, O and S;

or the racemates, enantiomers, diastereoisomers and mixtures thereof, the

tautomers or the physiologically acceptable salts thereof;

with the proviso that

f^fA is not -C(0)NH(Ci-C6-alkyl), when Ar is phenyl which is at least

monosubstltuted with heterocyclyl or heteroaryl containing nitrogen,

(2) tho compound is not 3 (3,1,5-trimothoxyan ilinocarbonyl) 3 oxo-2,3 -

d ihydropyridazino 6 -yl) -2 -phonyl-pyra20lo[1,5 -a]pyridino; 3 [^
-(N -

othoxycarbonylmothyl) carbamoyl-3 -oxo -2,3 -d ihydro -pyridazino -6 -yl] -2 phenyl -

pyrazo lo[1 ,5 -a]pyrid ino; 3 -
(^

-(N -carboxymothy l )
-carbamoyl 3 oxo-2,3-d ihydro-

pyr idaz ino -6 -y l } 2 phonyl -pyrazo lo[1 ,5 a]pyrid ino; 6 - (^ -cyanophony l

)
-
^[( '1 -

carboxybuty l )
-am inocarbonyl] 2H -pyridazin 3 ono; or 6 - (^ -mothoxyphonyl) - ^ -

mothylcarbamoy l 2H - pyr idaz in 3 ono, and

(3) whon A is NHC0CH(CH3)2T-Ar ic not unsubstitutod or at loaot monosubst itutod

bicyc lic hotoroary l

wherein when Ar is a 9-membered bicvclic heterocycle containing one or more

heteroatoms selected from N. O and S. Ar is unsubstituted .

18. (Previously presented) The method according to claim 17, wherein in the

formula (I)

A is A1;

R is unsubstituted or at least monosubstltuted d-Cio-alkyl, aryl,

aryl-(Ci-Cio-alkyl)-, heteroaryl, heteroaryl-(Ci-Cio-alkyl)-, heterocyclyl,

heterocyclyl-(Ci-Cio-alkyl)-, Ca-Cio-cycloalkyI, polycycloalkyi,

Ca-Cio-alkenyl or C2-Cio-alklnyl,
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where the substituents are chosen from halogen, -CM, Ci-Cio-alkyl,

-NO2, -0R1
,
-C(0)0R1 ,

-0-C(0)R1 . -NR1 R2, -NHC(0)R1

,

-C(0)NR1 R2, -SRI
,
-S(0)R1 , -SO2RI , -NHSO2RI ,

-SO2NRI R2,

-C(S)NR1R2, -NHC(S)R1, -O-SO2RI. -SO2-O-RI, 0x0, -C(0)R1,

-C(NH)NH2, heterocyclyl, Ca-Cio-cycloalkyI, aryl-(Ci-C6-alkyl)-, aryl,

heteroaryl, trifluoromethyl, trifluoromethylsulfanyl and trifluoromethoxy,

and the substituents aryl, heterocyclyl and heteroaryl may further be at

least monosubstituted with Ci-Ce-alkyI, Ci-Ce-alkoxy, halogen,

trifluoromethyl, trifluoromethoxy or OH;

R1 and R2, independently from each other, are

hydrogen;

unsubstituted or at least monosubstituted Ci-Cio-alkyl,

C3-Cio-cycloalkyl, aryl, aryl-(Ci-Cio-alkyl)-, C2-Cio-alkenyl,

C2-Cio-alkinyl, heterocyclyl, heterocyclyl-(Ci-Cio-alkyl)- or heteroaryl,

where the substituents are chosen from halogen, Ci-Ce-alkyI,

CrCe-aikoxy, CM, NO2 , NH2, (Ci-C6-alkyl)amino-,

di(Ci-C6-alkyl)amino-, OH, COOH, -C00-(Ci-C6-alkyl), -CONH2, formyl,

trifluoromethyl and trifluoromethoxy;

heteroaryl is a 5 to 10-membered, aromatic, mono- or bicyclic heterocycle

containing one or more heteroatoms chosen from N, O and S;

aryl is phenyl, indanyl, indenyl or naphthyl;

heterocyclyl is a 5 to 10-membered, aliphatic, mono- or bicyclic heterocycle

containing one or more heteroatoms chosen from N, O and S;

or the racemates, enantiomers, diastereoisomers and mixtures thereof, the

tautomers or the physiologically acceptable salts thereof.
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(Previously presented) Tlie metliod according to claim 1 7, wiierein in the

is unsubstituted or at least monosubstituted Ci-Cio-alkyl, aryl,

aryl-(CrCio-alkyl)-, heterocyclyl, heterocyclyl-(Ci-Cio-alkyl)-,

C3-Cio-cycloalkyl, heteroaryl or heteroaryl-(Ci-Cio-alkyl)-,

where the substituents are chosen from halogen, -CN, Ci-Cio-alkyl,

-NO2. -0R1 ,
-C(0)0R1

,
-0-C(0)R1 , -NR1 R2. -NHC(0)R1

,

-C(0)NR1R2, -SRI, -S(0)R1, -SO2RI, -NHSO2RI, -SO2NRIR2,

-C(S)NR1R2. -NHC(S)R1, -O-SO2RI, -SO2-O-RI, 0x0, -C(0)R1,

-C(NH)NH2, heterocyclyl, Ca-Cio-cycloalkyI, aryl-(Ci-C6-alkyl)-, aryl,

heteroaryl, trifluoromethyl, trifluoromethylsulfanyl and trifluoromethoxy,

and the substituents aryl, heterocyclyl and heteroaryl may further be at

least monosubstituted with Ci-Ce-alkyI, Ci-Ce-alkoxy, halogen,

trifluoromethyl, trifluoroethoxy or OH;

R1 and R2, independently from each other, are

hydrogen;

unsubstituted or at least monosubstituted Ci-Cio-alkyl,

Ca-Cio-cycloalkyI, aryl, aryl-(Ci-Cio-alkyl)-, C2-Cio-alkenyl,

C2-Cio-alkinyl, heterocyclyl, heterocyclyl-(Ci-Cio-alkyl)- or heteroaryl,

where the substituents are chosen from halogen, d-Ce-alkyl,

Ci-Ce-alkoxy, CN, NO2 ,
NH2, (Ci-C6-alkyl)ami no-,

di(CrC6-alkyl)amino-, OH, COOH, -C00-(Ci-C6-alkyl), -CONH2, formyl,

trifluoromethyl and trifluoromethoxy;

heteroaryl is a 5 to 1 0-membered, aromatic, mono- or bicyclic heterocycle

containing one or more heteroatoms chosen from N, 0 and S;

aryl is phenyl, indanyl, indenyl or naphthyl;

19.

formula (I)

R
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heterocyclyl is a 5 to 10-membered. alipliatic, mono- or bicyclic heterocycle,

containing one or more lieteroatoms cliosen from N, O and S;

or the racemates, enantiomers, diastereoisomers and mixtures tliereof, tiie

tautomers or tfie physiologically acceptable salts thereof.

20. (Currently amended) The method according to claim 17, wherein in the

formula (I)

Ar is unsubstituted or at least monosubstituted phenyl, pyridinyl, pyrimidinyl,

pyrazolyl, thiophenyl, isoxazolyl, benzo[b]thiophenyl, benzodioxolyl or

thiazolo[3,2-b][1 ,2,4]-thiazolyl,

where the substituents are chosen from halogen, [[-GN7]] NO2,

Ci-Cio-alkyl, [[-Omjim -C(0)0R1 ,
-0-C(0)R1 , -NR1 R2, -NHC(0)R1,

-C(0)NR1 R2, -NHC(S)R1 ,
-C(S)NR1 R2, -SRI

.
-S(0)R1 ,

-SO2RI

.

-NHSO2RI, -SO2NRIR2, -O-SO2RI, -SO2-O-RI, aryl, heteroaryl,

aryl-(Ci-C6-alkyl)-, formyl, trifluoromethyl and trifluoromethoxy,

and the substituents aryl and heteroaryl may further be at least

monosubstituted with Ci-Cs-alkyI, Ci-Ce-alkoxy, halogen, trifluoromethyl,

trifluoromethoxy or OH;

R1 and R2, independently from each other, are

hydrogen;

unsubstituted or at least monosubstituted Ci-Cio-alkyl,

Ca-Cio-cycloalkyI, aryl, aryl-(Ci-Cio-alkyl)-, C2-Cio-alkenyl,

C2-Cio-alkinyl, heterocyclyl, heterocyclyl-(CrCio-alkyl)- or heteroaryl,

where the substituents are chosen from halogen, Ci-Ce-alkyI,

Ci-Ce-alkoxy, CN, NO2 ,
NH2. (Ci-Ce-alkyI) amino-.
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di(Ci-C6-alkyl)amino-, OH, COOH, -C00-(Ci-C6-alkyl), -CONH2, formyl,

trifluoromethyl and trifluoromethoxy;

heteroaryl is a 5 to 10-membered aromatic, mono- or bicyclic heterocycle,

containing one or more heteroatoms cliosen from N, O and S;

aryl is phenyl, indanyl, indenyl or naphthyl;

lieterocyclyl is a 5 to 10-membered alipliatic, mono- or bicyclic heterocycle,

containing one or more heteroatoms chosen from N, O and S;

or the racemates, enantiomers, diastereoisomers and mixtures thereof, the

tautomers or the physiologically acceptable salts thereof.

21 . (Previously presented) The method according to claim 17, wherein in the

formula (1)

A is A1;

R is unsubstituted or at least monosubstituted aryl-(Ci-C6-alkyl)- heteroaryl-

(Ci-Ce-alkyl)- or heterocyclyl-(Ci-C6-alkyl)-,

where the substituents are chosen from halogen, d-Ce-aikyl, -OH, -0-aryl,

Ci-Cs-alkoxy, -0-(Ci-C6-alkylen)-N(Ci-C6-alkyl)2, -C(0)0H,

-C(0)0-(Ci-C6-alkyl), -NH2, -N(Ci-C6-alkyl)2, -NH(Ci-C6-alkyl),

-NH(Ci-Cio-cycloalkyl), -C(0)NH2, -C(0)NH-heteroaryl,

-C(0)NH-(Ci-C6-alkyl), -S02(Ci-C6-alkyl). -SO2NH2, -C(0)-heterocyclyl, -

C(NH)NH2, heterocyclyl, aryl-(Ci-C6-alkyl)-, aryl, trifluoromethyl, and

trifluoromethoxy,

and the substituents aryl, heterocyclyl and heteroaryl may further be at

least monosubstituted with Ci-Ca-alkyI, Ci-Ca-alkoxy, fluorine, chlorine,

bromine, trifluoromethyl, trifluoromethoxy or OH;

-19-



Application No. 10^15,358

Attorney Docket No.: 02481.1834-00

heteroaryl is imidazolyl, tliiophenyl, furanyl, isoxazolyl, pyridinyl, pyrlmidinyl,

benzoimidazolyl, indolyl or benzodioxolyl;

aryl is plienyl or naphtliyl;

lieterocyolyl is morpliolinyl, piperazinyl or piperidinyi;

or the racemates, enantiomers, diastereoisomers and mixtures thereof, the

tautomers or the physiologically acceptable salts thereof.

22. (Currently amended) The method according to claim 17, wherein in the

formula (I)

A is A1;

Ar is unsubstituted or at least monosubstituted phenyl, pyridin-4-yl or

pyrimidin-4-yl,

where the substituents are chosen from halogen, Ci-Ce-alkyI, -OH,

G^-Gfe-alkoxy, -C(0)OH, -C(0)0-(Ci-C6-alkyl), -NHg, -N(CrC6-alkyl)2,

-NH(Ci-C6-alkyl), -NH(Ci-Cio-cycloalkyl), -NH(heterocyclyl-(Ci-C6-alkyl-)),

-NH(aryl-(Ci-C6-alkyl-)), -C(0)NH2, -C(0)NH-(Ci-C6-alkyl), aryl, and

heteroaryl,

and the substituents aryl, heterocyclyl and heteroaryl may further be at

least monosubstituted with Ci-Cs-alkyI, Ci-Cs-alkoxy, fluorine, chlorine,

bromine, trifluoromethyl, trifluoromethoxy or OH;

heteroaryl is pyridinyl or pyrimidinyl;

aryl is phenyl or naphthyl;

heterocyclyl is morpholinyl, piperazinyl or piperidinyi;
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or the racemates, enantiomers, diastereoisomers and mixtures tliereof
,
the

tautomers or the physiologically acceptable salts thereof.

23. (Currently amended) The method according to claim 1 7, wherein in the

formula (I)

AisM;

R is unsubstituted or at least monosubstituted benzyl, phenylethyl-,

phenylpropyl-, pyridinylmethyl-, pyridinylethyl- or pyridinylpropyl-,

where the substituents are chosen from chlorine, bromine, fluorine,

trifluoromethyl, and carboxy;

Ar is unsubstituted or at least monosubstituted pyridin-4-yl, pyrimidin-4-yl or

phenyl,

where the substituents are chosen from methylamino-, ethylamino-,

propylamine-, butylamino-, hydroxy, mothoxy, othoxy, methyl, ethyl,

propyl, {phenylethyl)amino-, benzylamino-, and (morpholinylethyl)amino-;

or the racemates, enantiomers, diastereoisomers and mixtures thereof, the

tautomers or the physiologically acceptable salts thereof.

24. (Previously presented) A method for treating a patient suffering from a

disease chosen from cranial and spinal traumas and peripheral neuropathies, obesity,

type II diabetes, essential hypertension, atherosclerotic cardiovascular diseases, and

polycystic ovary syndrome, which method comprises administering a physiologically

active amount of a compound according to claim 8.
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25. (Cancelled).

26. (Previously presented) The method according to claim 17, wherein the

disease is type-ll-diabetes.

27-30. (Cancelled).

31 . (Previously presented) The method according to claim 24, wherein the

disease is type-ll-diabetes.

32. (New) A method for inhibiting GSK-3P or the phosporylation of the Tau

protein in vivo comprising administering a physiologically active amount of a compound

chosen from the following compounds:

6-(4-methoxy-phenyl)-3-oxo-2,3-dihydro-pyridazine-4-carboxylicacid (3-pyridin-

3-yl-propyl)-amide;

6-(4-hydroxy-3-methoxy-phenyl)-3-oxo-2,3-dihydro-pyridazine-4-carboxylicacid

4-chloro-benzylamide;

6-(4-hydroxy-3-methoxy-phenyl)-3-oxo-2,3-dihydro-pyridazine-4-carboxylicacid

(3-pyridin-3-yl-propyl)-amide;

6-(4-methoxy-phenyl)-3-oxo-2,3-dihydro-pyridazine-4-carboxylicacid 4-chloro-

benzylamide;

4-[5-(4-chloro-benzylcarbamoyl)-6-oxo-1,6-dihydro-pyridazin-3-yl]-3-methoxy-

thiophene-2-carboxylic acid;

6-(5-carbamoyl-4-methoxy-thiophen-3-yl)-3-oxo-2,3-dihydro-pyridazine-4-

carboxylic acid 4-chioro-benzylamide; and

4-({[6-(4-hydroxy-3-methoxy-phenyl)-3-oxo-2,3-dihydro-pyridazine-4-carbonyl]-

amino}-methyl)-benzoic acid.

33. (New) A method for treating a patient suffering from a disease chosen

from cranial and spinal traumas and peripheral neuropathies, obesity, type II diabetes,

essential hypertension, atherosclerotic cardiovascular diseases, and polycystic ovary
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syndrome, which method comprises administering a physiologically active amount of a

compound chosen from the following compounds;

6-(4-methoxy-phenyl)-3-oxo-2,3-dihydro-pyridazlne-4-carboxylicacid(3-pyridin-

3-yl-propyl)-amide;

6-(4-hydroxy-3-methoxy-phenyl)-3-oxo-2,3-dihydro-pyridazine-4-carboxyllcacid

4-chloro-benzylamide;

6-(4-hydroxy-3-methoxy-phenyl)-3-oxo-2,3-dihydro-pyridazine-4-carboxylicacid

(3-pyridin-3-yl-propyl)-amide;

6-(4-methoxy-phenyl)-3-oxo-2,3-dihydro-pyridazine-4-carboxylicacid 4-chloro-

benzylamide;

4-[5-(4-chloro-benzylcarbamoyl)-6-oxo-1,6-dihydro-pyridazin-3-yl]-3-methoxy-

thiophene-2-carboxylic acid;

6-(5-carbamoyl-4-methoxy-thiophen-3-yl)-3-oxo-2,3-dihydro-pyridazlne-4-

carboxylic acid 4-chloro-benzylamide; and

4-({[6-(4-hydroxy-3-methoxy-phenyl)-3-oxo-2,3-dihydro-pyridazine-4-carbonyl]-

amino}-methyl)-benzoic acid.
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